**To the Editor,**

We read with interest the Letter to the Editor by Domínguez-Rodríguez et al. concerning our article[@bib0025] and suggesting that melatonin treatment may be useful in elderly patients with COVID-19. The authors propose that this treatment could prevent the infection or lessen its severity, which is more pronounced among the elderly.[@bib0030] Melatonin has anti-inflammatory and antioxidant activity, thus attenuating the proinflammatory cytokine storm and neutralizing the production of free radicals to help preserve cell integrity and prevent lung damage.[@bib0035] Melatonin levels drop significantly with age, an effect that has been related to the development of chronic inflammatory processes, including some cardiovascular diseases. Consequently, its use in elderly patients may be particularly relevant. Exogenous supplementation has been shown to be safe and to have few adverse effects, although these effects are diminished when melatonin is administered consistent with its circadian rhythm of production.[@bib0035] Nevertheless, there are a paucity of data on its clinical benefit in various situations, and no evidence is available on how it affects established prognostic variables.[@bib0040]

We agree with the authors on the need to design and implement new therapies rapidly and effectively in the context of this pandemic. However, we should not neglect the perspective gained from a formal evaluation of any potential treatments. The pathophysiologic plausibility and the available experimental and clinical data are promising, and studies could be designed to evaluate the potential efficacy of melatonin in COVID-19. However, they are insufficient to recommend routine clinical use as proposed by the authors. In our opinion, ethical considerations require that the therapies we administer to our patients be supported by sufficient rigorous evidence, even during emergencies.
